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Abstract(limited to 500 words):

Patients with acute and/or subacute liver failure have impaired liver regeneration
which is related to the poor prognosis in those patients. The mechanism involved in
impaired liver regeneration in patients with acute and/or subacute liver failure remain
unclear. Previous studies showed that Hepatocyte Growth Factor (HGF) have only limitted
effects in improving the outcome of patients with acute or subacute liver failure. We
also found that plasma from patients with subacute liver failure inhibited the
proliferation and growth of hepatocytes and Epidermal Growth Factor (EGF) could not
reversed this inhibitory effect. Those results indicated that delayed signal
transduction of liver regeneration stimulators (HGF and/or EGF) may be related to
impaired hepatocyte proliferation in patients with acute or subacute liver failure
Endoplasmic reticulum stress (ER stress) of hepatocytes had been found in mouse with
acute liver failure in a previous study, therefore, in this study we hypothesize that
sustained ER stress of hepatocytes in mouse with acute liver failure may impaire the
signal transduction, including downregulate receptor expression and delay intracellular
signal transduction of HGF and EGF. We plan to observe ER stress, HGF, EGF receptor
expression of hepatocytes in mouse with acute liver failure, then we plan to explore
whether ER stress of hepatocytes may decrease receptor expression and intracellular
signal transduction of HGF and EGF in vitro. Finally, we plan to investigate whether
prostaglandin E will alleviate ER stress and improve hepatocyte proliferation in vitro.

Keywords (limited to 5 keywords, seperated by;):Liver failure; endoplasmic reticulum
stress; liver regeneration
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Abstract (limited to 500 words):

Endoplasmic reticulum stress (ER stress) of hepatocytes has been observed in
a varity of liver diseases. Recent studies have found that hepatitis B virus
(HBV) induces hepatocyte ER stress and activates the ER-associated degradation
pathway, which, in turn, regulates the secretion of envelope proteins and HBV
replication in hepatocytes. However, it is not clear whether the hepatocyte ER
stress induced by thapsigargin, saturated fatty acid and glycochenodeoxycholic
acid also have similar impacts on HBV replication. The impacts of different
intensity of ER stress on HBV replication in hepatocytes have also not been
studied yet. Furthermore, the possible influence of hepatocyte ER stress on
the antiviral effects of nucleoside/nucleotide analogues is also not known.
Therefore, in this study: (O we plan to observe the impacts of different
intensity of ER stress induced by thapsigargin, saturated fatty acid and
glycochenodeoxycholic acid on HBV replication and the mechanisms involved in
HepG2. 2. 15 cells; @ by determining the intensity of ER stress of hepatocytes
obtained from liver biopsy from patients with chronic hepatitis B (CHB), we
plan to observe the correlation of different intensity of hepatocyte ER stress
with HBV replication and the antiviral effects of nucleoside/nucleotide
analogues in vivo; ® by using tauroursodeoxycholic acid (TUDCA) to alliviate
the intensity of hepatocyte ER stress and nucleoside/nucleotide analogues to
inhibit HBV replication, we plan to explore the effects of a new treatment
strategy of “alliviating ER stress plus antiviral” in the treatment of CHB.

Keywords: HBV; hepatocyte; endoplasmic reticulum stress; nucleoside/nucleotide
analogues
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